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In the Claims: 




^se cancel claim 11 without prejudice or disclaimer* 

Please enter the following amended claims: 



1. 



(Amended) 



method of inhibiting apoptosis in a subject, comprising; 



administering a therapeutically effective amount of at least one serine protease 



inhibitor in which the effective 



imount inhibits apoptosis; 




wherein the subject suffers from at least one of wasting disease, 
neurodegenerative disease, myo cardial infarction, stroke, Alzheimer's disease, arthritis, 
muscular dystrophy, Downs Syn irome, sepsis, HIV infection, muhiple sclerosis, 
arteriosclerosis, diabetes, arthritis, autoimmune disease, ischemia-reperfiision injury, or 



_toxin-induced liver injury. 





4. (Amendedl The method of claim 3 in which the effective amount is 
greater than 0.2 and less tl^pn 8.0 g/kg body weight. 



6. (Amended) The method of claim 5, in which the serine protease 
inhibitor is derivatized by esterification, acetylation, or amidation, and wherein the 
derivatized serine protease inhibitor retains the inhibitory activity^ 



8. (Amended) Iftie method of claim 1 , in which the serine protease 
inhibitor is selected from the group consisting of: 
(benzyloxycarbonyl)-L-valyl-N4 1 -(3-(5-(3-trifluoromethylbenzyl)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-meaiylpropyl]-L-prolinamide; 

(ben2yloxycarbonyl)-L-valyl-N-|l<3<5-(2-phenylethyl)-l,2,4-oxadiazolyI)carbonyO 
(S)-methylpropyl] -L-prolinamidc 

(benzyloxycarbonyl)-L-valyl-N-[ ^-(3-(5-(2-methoxybenzyl)- 1 ,2,4-oxadiazolyl)carbonyl)- 
2-(S)-methylpropyl]-L-prolinami( 

(ben2yloxycarbonyl)-L-valyl-N-[ 1 ^(3-(5-(trifluoromethyI)-l ,2,4-oxadiazolyI)carbonyl)-2- 
(S)-methylpropyl] -L-prolinamide; 

(benzyloxycarbonyl)-L-valyl-N-[ 1 -^3-(5'(methyl)- 1 ,2,4-oxadia2olyl)carbonyl)-2-(S)- 
methy]propyl]-L-prolinamide; 

(benzyloxycarbonyl)-L-valyl-N-[ I -(^-(5-(difluoromethyl)-l ,2,4-oxadiazolyl) carbonyl)-2- 
(S)-methylpropyl]-L-prolinamide; 
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l,3,4-oxadiazolyl)Gafl)myl)-2-(S)-methylpro^ 



imidazolidinedione7N-[l-(3-(5-(34rifluo^^ 
meth^^lpropyl]^ 5 -(R)-be|^J-2,4-im^ 

^rifluoromethyibenzyl)- 1 ,2,4-oxadiazolyl)carbonyl)-2-(S);:methylpropyn^etamide; 1 -benzyl-4- 



(R)-benzyl-2,5-imidazolidinedione-N-[l-(2^(5-(3-ra€thylbenzyl)-l J"^^ 



(S)-methylpropyl']acetamide; and 1 -benzyl-4r<R)-benzyI-2,5-iipada2gJidinedione-N-[ 1 -i3-(5-(3" 





trifluoromethylbenzyl)- 1 ,2,4-oxadi^lyl)carbonyl)-2-(S)-niem^ 



In The Claims: 

A marked-up version of the claims showing the amendments is attached hereto as Exhibit 
B. Matter that has been deleted from the claims is indicated by brackets and matter that has 
been added is indicated by underlining. 



Please cancel Claims 21, 22, and 26-28 without prejudice to or disclaimer of the subject 
matter contained therein. 



Please enter the following amended claims: 



1 . (Twice Amended) A method of inhibiting apoptosis in a subject, comprising: 

administering a therapeutically effective amount of at least one serine protease inhibitor in which 
the effective amount inhibits apoptosis; 
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wherein the subject suffers from at least one of wasting disease, Alzheimer's disease, 
arthritis, muscular dystrophy, Downs Syndrome, sepsis, HIV infection, multiple sclerosis, 
arteriosclerosis, diabetes, autoimmune disease, ischemia-reperfusion injury, or toxin-induced 



liver injury. 



3. (Amended) The method of Claim 1, in which the serine protease inhibitor is 
a 1 -antitrypsin, an oxidation-resistant or free radical-resistant variant thereof, or combinations 



thereof 



4. (Twice Amended) The method of Claim 3 in which the effective amount is at least 



.001 and no greater than 70 g/kg body weight 




8. (Twice Amended) The method of Claim 1, in which the serine protease inhibitor is 
selected from the group consisting of: 

i. (ben2yloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3-trifluoromethylben2yl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

ii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(2-phenylethyl)-l,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

iii. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(2-methoxybenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

iv. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(trifluorom ethyl)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 
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V. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(methyl)-l,2,4-oxadia2olyl)carbonyl)-^ 
(S)- methylpropyl]-L-prolinamide; 

vi. (benzyloxycarbonyl)-L-valyl-N-[ l-(3-(5-(difluoromethyl)-l ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

vii . (benzyloxycarbonyl)-L- valyl-N-[ 1 -(3-(5 -(benzyl)- 1 ,2,4-oxadiazolyl)carbonyl)-2- 
(S)-methylpropyl]-L-prolinamide; 

viii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3-methoxybenzyl)-l,2,4- 
oxadiazolyl)carbonyl)-2-(S)- methylpropyl]-L-prolinamide; 

ix. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(2,6-difluorobenzyl)-l,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolmamide; 

x. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(trans-styryl)-l ,2,4- 
oxadia2olyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xi. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(trans-4-trifluoromethyIstyryl)-l ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xii. (benzyloxycarbonyl)-L-vaiyl-N-[ 1 -(3-(5-(trans-4-methoxystyryl)- 1 ,2,4- 
oxadia2olyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xiii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3-thienylmethyl)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xiv. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(phenyl)- 1 ,2,4-oxadiazolyl)carbonyl)-2- 
(S)-methylpropyl]-L-prolinamide; 

XV. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3-phenylpropyl)- 1 ,2,4- 
oxadia2olyl)carbonyl)-2-(S)-niethylpropyl]-L-prolinamide. 
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xvi. (benzyloxycarbonyl)-L-valyl-N-[ l-(2-(5-(3-methylben2yl)-l ,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide (also known as CE-2072); 

xvii. (benzyloxycarbonyl)-L-valyl-N-[ l-(2-(3-(methylbenzyl)-l ,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xviii. (benzyloxycarbonyl)-L-valyl-N-[l-(2-(5 -(methyl)- l,3,4-oxadiazolyl)carbonyl)-2- 
(S)-methylpropyl]-L-prolinamide; 

xix. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(2-(5-(3-trifluoromethylben2yl)- 1 ,3,4- 
oxadiazoIyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

XX. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(2-(5-(4-dimethylaminobenzyl)- 1 ,3,4- 
oxadiazolyl)carbonyl)-2-(S)-raethylpropyl]-L-prolinamide; 

xxi. (benzyloxycarbonyl)-L-valyl-N-[l-(2-(5-(l-napthylenyl)-l,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxii. (benzyloxycarbonyl)-L-vaIyl-[ 1 -(3-(5-(3,4-methylenedioxybenzyl)- 1 ,2,4- 
oxadiazoIyl)carbonyl)-2-(S)-inethylpropyl]-L-prolinamide; 

xxiii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3,5-dimethylbenzyl)-l,2,4- 
oxadia2olyl)carbonyI)-2-(S)-methylpropyl]-L-prolinamide; 

xxiv. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3,5-diniethoxybenzyl)-l,2,4' 
oxadiazolyl)carbonyI)-2-(S)-methylpropyl]-L-prolinamide; 

XXV. (benzyloxycarbonyl)-L-valyl-N-[ l-(3-(5-(3,5-ditrifluoromethylbenzyl)- 1 ,2,4- 

oxadiazolyl)carbonyl)-2-(S)-niethylpropyl]-L-prolinainide; 

XX vi. (ben2yloxycarbonyI)-L-valyl-N-[ 1 -(3-(5-(3-methylbenzyl)- 1 ,2,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 
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xxvii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(biphenylmethine)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxviii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(4-phenylbenzyl)-l,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxix. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3-phenylbeii2yl)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-niethylpropyl]-L-prolinamide; 

XXX. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3-phenoxybenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methyIpropyl]-L-prolinamide; 

xxxi. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(cyclohexylmethylene)-l ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-niethylpropyl]-L-prolinamide; 

xxxii. (benzyloxycarbonyl)-L-vaIyl-N-[ 1 -(3-(5-(3-trifluoromethyldimethylinethylene)- 
1 ,2,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxiii. (beiizyloxycarbonyl)-L-valyl-N-[l -(3-(5-(l-napthylmethylene)-l ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxiv. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3"pyridylmethyl)-l,2,4- 
oxadia2olyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxv. (berLzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3,5'diphenylbenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-{S)-inethylpropyl]-L-prolmainide; 

xxxvi. (beiizyloxycarbonyI)-L-valyl-N-[ 1 -(3-(5-(4-dimethylaniinobenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)'methylpropyl]-L-prolinamide; 

xxxvii. 2-(5-[(benzyloxycarbonyl)amino]-6-oxo-2-(4-fluorophenyl)-l,6-dihydro-l- 
pyrimidinyl]-N-[l-(3-(5-(3-trifluoromethylberayl)-l,2,4-oxadiazolyl)carbonyl)-(S) 
methylpropyl]acetamide; 
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xxxviii. 2-(5-amino-6-oxo-2-(4-fluorophenyl)-l,6-dihydro-l-pyrimidinyl]-N-[l-(3- 
(5-(34rifluoromethyIbenzyl)-l,2,4-oxadiazolyl)carbonyI)-2-(S)-methylpropyl]acetamide; 

xxxix. 2-[5-[(ben2yloxycarbonyl)amino]-6-oxo-2-(4-fluorophenyl)-l,6-dihydro-l- 
pyriinidinyl]-N-[l -(2-(5-(3-methylbenzyl)- 1 ,3,4-oxadiazolyl)carbonyl)-(S)'2- 
methylpropyljacetamide; 

xl. 2-[5-ainino-6-oxo-2-(4-fluorophenyl)-l,6-dihydro-l-pyrimidinyI]-N-[l-(2-(5- (3- 

methylbenzyl)-l,3,4-oxadiazolyl)carbonyl)-2'methylpropyl]acetamide; 

xli. (pyrrole-2-carbonyl)-N-(ben2yl)glycyl-N-[l-(2-(5-(3-methylbenzyl)- 1,3,4- 

oxadiazolyl)carbonyl)-2-{S)-methylpropyl]amide; 

xlii. (pyrroIe-2-carbonyl)-N-(ben2yl)glycyl-N-[l-(3-(5-(3- 

trifluoromethylben2yl)( 1 ,2,4-oxadiazolyl)-(S)-methylpropyl]amide; 

xliii. (2S,5S)-5-amino-l ,2,4,5,6^7-hexahydroazepino-[3,2,l ]-indole-4-one-carbonyl-N- 

[ 1 -(2-(5-(3-methylbenzyl)-l 3,4-oxadiazolyl)carbonyl)-(R,S)-2-methylpropyl]amide; 

xliv. BTD-[l-(2-(5-(3-methylbenzyl)-l,3,4-oxadiazolyl)carbonyl)-2-(S)- 

methylpropyl]amide; 

xlv. (R,S)-3-amino-2-oxo-5-phenyl-l,4-benzodiazepine-N-[l-(2-(5-(3-methylbenzyl)- 

U3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

xlvi. (benzyloxycarbonyl)-L-valyl-2-L-(2,3-dihydro-lH-indole)-N-[l-(2-(5-(3- 

methylbenzyl)- 1 ,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]ainide; 

xlvii. (benzyloxycarbonyl)-L-valyi-2-L-(2,3-dihydro-lH-indole)-N-[l-(3-(5-(3- 

trifluoromethyIbenzyl)-l,2,4-oxadiazolyl)carbonyl)-2-(S)-methyIpropyl]amide; 

xlviii. acetyl.2.L-(2,3-dihydrO"lH-indole)-N-[l-(2-(5-(3-methylben2yl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]ainide; 
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xlix. 3-(S)-(benzyloxycarbony])amino)-8-lactam-N-[l -(2-(5-(3-methylbenzyl)- 1,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methyIpropyl]acetamide; 

1. 3-(S)-(amino)-e-lactam-N-[ 1 -(2-(5-(3-methylben2yl)-l ,3,4-oxadiazolyl)carbonyl)- 
2-(S)-methylpropyl]acetamide trifluoroacetic acid salt; 

li. 3-(S)-[(4-morpholinocarbonyl-butanoyl)amino]-e-lactam-N*[l-(2-(5-'(3- 
methylbenzyl)-l,3,4-oxadiazolyl)carbonyl)-2-(R,S)-niethyIpropyl]acetamide; 
Hi. 6-[4-fluorophenyl]-E-lactam-N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

liii. 2-(2-(R,S)- phenyM-oxothiazolidin-3-yl]-N-[l-(2^(5-(3-methylbenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

liv. 2-(2-(R,S)-phenyl-4-oxothiazolidin-3-yl]-N-[l-(2-(5'(3-methylbenzyi) 

oxadiazolyl(hydroxyniethyl)-2-(S)-methylpropyl]acetamide; 

1 V. 2-(2-(R,S)-benzyl-4-oxothiazolidin-3-yl]-N-'[ 1 -(2-(5-(3-methylbenzyl)-l ,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ivi. 2-(2-(R,S)-benzyl-4-oxothiazolidin-3-yIoxide]-N-[l-(3-(5-(3- 

trifluoromethylbeiizyl)-l,2,4-oxadiazolyl)carbonyI)-2-(R,S,)-methylpropyl]acetamide 

Ivii. (l-benzoyl-3,8-quinazolinedione)'N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Iviii. (l-benzoyl-3,6-piperazinedione)-N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetainide; 

lix. (1 -phenyl-3,6-piperazinedione)-N-[l-(2-(5-(3-methy]benzyl)-l ,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 
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Ix . (1 -phenyl-3 ,6-piperazinedione)-N-[ 1 -(3 -(5 -(3 -trifluoromelhylbenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)]-2-{S)-methylpropyl]acetamide; 

Ixi. 3-[(benzyloxycarbonyl)amino]-quinolin-2-one-N-[l-(2-(5-(3-methylbenzyl)- 

l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixii. 3-[(benzyloxycarbonyl)amino]-7-piperidinyl-quinolin-2-one-N-[l-(2-(5-(3- 

methylbenzyl)-l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixiii. 3-(carbomethoxy-quinolin-2-one-N-[l-(2-(5-(3-methybenzyl)- 1,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixi V . 3 -(amino-quinoiin-2-one)-N-[ 1 -(2-( 5 -(3 -methylb enzyl)- 1 ,3 ,4- 

oxadiazolyl)carbonyl)'2-(S)-methylpropyl]acetaiiiide; 

Ixv. 3-[(4-morpholino)aceto]amino-quinolin-2-one-N-[ 1 -(2-(5-(3-methylbenzyl)- 

l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

ix vi . 3 ,4-dihydro-quinolin-2-one-N- [ 1 -(2-(5-(3 -methylbenzyl)- 1 ,3 ,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ix vii. 1 -acetyl-3-(4-fluorobenzylidene)piperazine-2,5-dione-N- [ I -(2-(5-(3 - 

methylbeiizyl)-l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixviii. l-acetyl-3-(4-dimethylaminobenzylidene)piperazine-2,5-dione-N-[l-(2-(5-(3- 

niethylbeiizyl)-l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyI]acetamide; 

Ixix. 1 -acetyl-3-(4-carbomethoxyben2ylidene)piperazine-2,5-dione-N-[ 1 -(2-(5-(3- 

methylbenzyl)- 1 ,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixx. l-acetyl-3-[(4-pyridyl)methylene]piperazme-2,5-dione-N-[l-(2-(5-(3- 

methylbenzyl)- 1 ,3 ,4-oxadiazolyl)carbonyi)-2-(S)-methy Ipropyljacetamide; 
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Ixxi. 4-[l-benzyl-3-(R)-benzyl-piperazine-2,5-dione]-N-[l-(2 -[5-(3-methylbenzyl)- 
l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxii. 4-[l-benzyl-3-(S)-ben2ylpiperazine-2,5-dione]-N-[l-(2-(5-(3-methylbeii2yl)- 

l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxiii. 4-[l-benzyl-3(R)-benzylpiperazine-2,5-dione]-N-[l-(3-(5-(3- 

trifluoromethylbenzyi)-l,2,4-oxadia2oiyl)carbonyl)-2-(S)-methylpropyl]acetaniide; 

Ixxiv. 4-[l-benzyl-3-(S)-benzylpiperazine-2,5-dione]-N-[l-(3-(5-(3- 

r 

trifluoromethylbenzyl)-l,2,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxv. 4-[ 1 -benzyl-3-(S)-ben2ylpiperazine-2,5-dione]-N-[ 1 -(3-(5-(2- 

dimethylaniinoethyl)-l,2,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetarnide; 

Ixxvi. 4-[ 1 -methyl-3'(R,S)''phenylpiperazine-2,5-dione]-N-[ 1 -(3-(5-(3- 

trifluoromethylbenzyl)-l,2,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetaniide; 

Ixxvii. 4-[methyl-3-(R,S)-phenylpiperazine-2,5-dione]-N-[ 1 -(2-(5-(3-methylbenzyl)- 

l,3»4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

lxxviii.4-[l-(4-morpholiiioethyl)-3-(R)-ben2ylpiperazine-2,5-dione]-N-[l-(2-(5-(3- 

methylbenzyl)-l,3,4-oxadia2olyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxix. 5-(R,S)-phenyl-2,4-imidazolidinedione-N-[ 1 -(2-(5-(3-methylbenzyl)- 1 ,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxx. 5-(R)-benzyl-2,4-imidazolidinedione-N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxxi. 5-(S)-benzyl-2,4-imida2olidinedione-N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 
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Ixxxii. 5-(S)-ben2yl-2,4-imidazolidinedione-N-[l-(3-(5-(3-trifluoromethylbenzyl)- 1,2,4- 
oxadia2olyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

lxxxiii.5-(R)-benzyl-2,4-imidazolidinedione-N-[l-(3"(5-(3-trifluoromethylbenzyl)- 1,2,4 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxxiv. l-benzyl-4-(R)-benzyl-2,5-imidazolidinedione-N-[ 1 -(2-(5-(3-methylbenzyl)- 

l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyI]acetamide; 

Ixxxv. l-benzyM-(R)-benzyl-2,5-imidazolidinedione-N-[l-(3-(5-(3- 

trifluoromethylbenzyl)-l,2,4-oxadia201yl)carbonyl)-2-(S)-inethylpropyl]acetamide; 

pharmaceutically acceptable salts thereof; 



and combinations thereof 



9. (Twice Amended) The method of Claim 8, in which the effective amount is at least 



0.001 and no greater than 7.0 g/kg body weight. 



12. (Twice Amended) The method of Claim 1, in which the therapeutically effective 
amount is sufficient to provide at least 10 pM and no greater than 2 raM of the inhibitor in the 



biological fluid of the subject. 



14. (Twice Amended) The method of Claim 1, in which the therapeutically effective 
0^ amount is sufficient to provide at least .5 and no greater than 200 ^iM in the biological fluid 
of the subject. 
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16. (Twice Amended) The method of Claim 1, in which the therapeutically effective 
amount is administered at least once daily and no more than once hourly. 



1 8. (Amended) A method of prophylactically treating an individual at risk for a 
pathological condition that is precipitated at least in part by excessive apoptosis, comprising: 



administering to an individual a therapeutically effective amount of at least one serine 



protease inhibitor. 



19. (Amended) A method for reducing apoptosis in an in vitro mammalian cell culture, an 
ex vivo mammalian tissue culture, or mammalian organ comprising: 

providing to a cell culture, tissue culture, or organ an amount of a serine protease 
inhibitor sufficient to inhibit apoptosis in said cell culture, tissue culture, or organ wherein a 
measured amount of apoptosis is indicative of apoptosis activity. 



23. (Twice Amended) The method of Claim 25, in which the serine protease inhibitor is 
derivatized by esterification, acetylation, or amidation, and wherein the derivatized serine 
protease inhibitor retains the inhibitory activity. 
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24. (Twice Amended) The method of Claim 25, wherein the at least one cell is a cell of a 
subject, and wherein the amount is sufficient to bring the concentration of serine protease 
inhibitor in the subject's blood to at least .5 jaM and no greater than 200 \xM, 

25. (Twice Amended) A method of inhibiting apoptosis, comprising providing a serine 
protease inhibitor to at least one cell and measuring a decrease in apoptosis, wherein the serine 
protease inhibitor is an oxidation-resistant or free radical-resistant variant of ai-antitrypsin; or: 

i. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3-trif[uoromethylbenzyl)- 1,2,4- 
oxadia2olyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

ii. (ben2yloxycarbonyl)-L-valyl-N-[l-(3-(5-(2-phenylethyl)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

iii. (ben2yloxycarboriyl)-L-valyl-N-[ 1 -(3-(5-(2-methoxyben2yl)- 1 ,2,4- 
oxadiazolyl)carbonyi)-2-(S)-methylpropyl]-L-prolinamide; 

iv. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(trifluoromethyl)-l ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

V. (benzyloxycarbonyl)-L- valyl-N-[ 1 -(3-(5-(methyl)- 1 ,2,4-oxadiazolyl)carbonyl)-2- 
(S)- methylpropyl]-L-prolinamide; 

vi. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(difluoromethyl)-l,2,4- 
oxadia2olyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

vii. (benzyloxycarbonyl)-L-vaIyl-N-[l-(3-(5-(benzyl)-l,2,4-oxadiazolyl)carbonyl)-2- 
(S)-methylpropyl]-L-prolinamide; 
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xix. (benzyloxycarbonyl)-L-valyl-N-[l-(2-(5-(3-trifluoromethylbenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

XX. (benzyloxycarbonyl)-L-valyl-N-[l-(2-(5-(4-dimethylaminobenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxi. (ben2yloxycarbonyl)-L-valyl-N-[ 1 -(2-(5-( 1 -napthylenyl)-! ,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxii. (benzyloxycarbonyl)-L-valyl-[l-(3-(5-(3,4-methylenedioxybenzyl)-l,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxiii. (benzyloxycarbonyl)-L-valyl-N'[ 1 -(3-(5-(3,5-dimethylbenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxiv. (ben2yloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3,5-dimethoxyben2yl)- 1 ,2,4- 
oxadiazolyl)carb6nyi)-2-(S)-methylpropyl]-L-prolinamide; 

XXV. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3,5-ditrifluoromethylbeiizyl)-l,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxvi. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3-methylbenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-pro]inamide; 

xxvii. (ben2yloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(biphenylmethine)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxviii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(4-phenylbenzyl)-l,2,4- 
oxadiazolyI)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxix. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3-phenylbenzyl)-l ,2,4- 
oxadiazolyl)carbonyl)-2"(S)-methylpropyl]-L-prolinamide; 
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IT IS CLAIMED: 



0 0 (^i>^^L 
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^ • ^ rnethod of treating a subject suffering a disease characterized by 
excessive apoptosisVomprising: 

administeringNa therapeutically effective amount of at least one serine protease 
inhibito r in which the erIRgctive amoun t inhibits excessive apoptosis, 

2. The method of clainvl further comprising monitoring a decrease in 
apoptosis. ^^^^^ 

3. The metmod of claim 1, in which the serine protease inhibitor is 
ai-antitrypsin, an a|-aAtitrypsin-like agent, a variant of ai-antitrypsin, an anticathepsin 
G agent, an antitryptase TL-2 agent, an antifactor Xa agent, an antielastase agent, an 

prnfpmacf^-^ agent , oAcombination§^he reof. 

4. tW method of claim 3 in which the effective amount is between about 0.3 
and about 7.0 g/kgNjody weighL_-.^ . 



15 5. The method of clainri , in which the serine protease inhibitor is a 

substituted oxydiazole, thiadiazole, triazole peptoids, or combinations thereof. 





6. the method of claim J^in which the serine protease inhibitor is 
[erivatized by estferification, acetyl ation^^orainidation, _ 



7. The method of claim J<Turther comprising administering at least one free 
radical scavenger or inhibitor. ^ 




^ J8. The\nethod of claim 1, in which the serine protease inhibitor is selected — 

the group consisting of (benzyloxycarbonyl)-L-valyl-N-[l-{3-(5-(3- 
trifluoromethylbenzyl)-\2,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinani^ 
(benzyloxycarbonyl)-L-vaiy|-N-[l-(3-(5-(2-phenylethyl)-l,2,4-oxadiazolyl)ca^^^ 
(S)-methylpropyl]-L-prolinarnide; (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(2- 
methoxybenzyI)-l,2,4-oxadiazoiyi)carbonyl)-2-(S)-methylpropyl]-L-prolinaniide^ 
(benzyloxycarbonyl)-L-valyl-N-[ 1 -ta-(5-(trifluoromethyl)- 1 ,2,4-oxadiazolyl)carbonyl)'2- 
(S)-methylpropyl]-L-prolinamide; (bd\zyloxycarbonyl)-L-valyl-N-[l-(3-(5-(methyl)- 
l,2,4-oxadiazolyl)carbonyl)-2-(S)-Methylpropyl]-L-Prolinamide; (Benzyloxycarbonyl)- 
L-Valyl-N-[lK3-{5-(difluoromethyl)-l,2,4-bxadiazolyl) carbonyl)-2-(S)-Methylpropyl]- 
L-Prolinamide; (Benzyloxycarbonyl)-L-ValyKN-[ 1 -(3-(5-(benzyl)- 1 ,2,4- 
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XXX, (ben2yloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3-phenoxybenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxi. (ben2yloxycarbonyl)-L-valyl-N-[l-(3-(5-(cyclohexylmethylene)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxii. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(3-trifluoromethyldimethylmethylene)- 
1 ,2,4-oxadia2olyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxiii. (ben2yloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-( 1 -napthylmethylene)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxiv. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3-pyridylmethyl)-l,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxv. (beii2yloxycarbonyl)-L-valyl-N-[l -(3-(5-(3,5-diphenylbeiizyl)-l ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xxxvi. (benzyloxycarbonyl)-L-valyl-N-[l -(3-(5-(4-dimethylamiriobenzyl)- 1,2,4- 
oxadia2olyl)carbonyl)'2-(S)-methylpropyl]-L-prolinamide; 

xxxvii. 2-(5-[(ben2yloxycarbonyl)amino]-6-oxo-2-{4-fluorophenyl)-l,6-dihydro-l- 
pyrimidinyl]-N-[l-(3-(5-(3-trifluoromethylbenzyl)-l,2,4-oxadia2olyl)carbonyl)- 
methylpropyl]acetamide; 

xxxviii. 2-(5-amino-6-oxO'2-(4-fluorophenyl)-l ,6-dihydro- 1 -pyriinidinyl]-N-[ 1 -(3- 
(5-(3-trifluoromethylbenzyl)-l,2,4-oxadiazoiyl)carbonyl)-2-(S)-methylpropyl]acetainide; 

xxxix. 2-[5-[(benzyloxycarbonyl)amino]-6-oxo-2-(4-fluorophenyl)-l ,6-dihydro- 1 - 
pyrimidinyl]-N-[ 1 -(2-(5-(3-methylbenzyl)- 1 ,3,4-oxadiazolyl)carbonyl)-(S)-2- 
methylpropyl]acetamide; 



-22- 



L. SHAPIRO 
Application No.: 09/518,081 



xl. 245-amino-6-oxo-2-(4-fluorophenyl)-l,6-dihydro-l-pyrimidinyl]-N41-(2-(5- (3- 

methylbenzyl)-l,3,4-oxadiazolyl)carbonyl)-2-methylpropyl]acetamide; 

xli. {pyrrole-2-carbonyl)-N-(benzyl)glycyl-N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]amide; 

xlii. (pyrrole-2-carbonyl)-N-(beiizyl)glycyl-N-[l-(3-(5-(3- 

trifluoromethylbenzyl)( 1 ,2,4-oxadiazolyl)-(S)-methylpropyl]amide; 

xliii, (2S,5S)-5-aminO'l,2,4,5,6,7-hexahydroazepino-[3,2,l]-indole-4-one-carbonyl-N- 

[ I -(2-(5-(3-methylbeTizyl)- 1 ,3,4-oxadia2olyl)carbonyl>(R,S)-2-methylpropyl]amide; 

xli V. BTD-[ I -(2-(5-(3'methylbenzyl)- 1 ,3,4-oxadiazolyl)carbonyl)-2-(S)- 

methylpropyljamide; 

xlv. (R,S)-3-amino-2-oxo-5-phenyl-l ,4-benzodiazepine-N-[ 1 -(2-(5-(3-methylbenzyl)- 

l,3,4-oxadia2olyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

xlvi. (ben2yloxycarbonyl)-Li-valyl-2-L-(2,3-dihydro-lH-indole)-N-[l-(2-(5-(3- 

methylbenzyl)-l,3,4-oxadiazolyi)carbonyl)-2-(S)-methylpropyl]amide; 

xlvii. (benzyloxycarbonyl)-L-valyl-2-L-(2,3-dihydro-lH-indole)-N-[l-(3-(5-(3- 

trifluoromethylbenzyl)-l,2,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]amide; 

xlviii. acetyl-2-L-(23-dihydro-lH-indole)-N-[l-(2-(5-(3-methylben2yl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]aniide; 

xlix. 3-(S)-(benzyloxycarbonyl)amino)-e-lactain-N-[ 1 -(2-(5-(3-methylben2yl)- 1 ,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetaniide; 

1. 3<S)-(amino)-e-lactam-N-[l-(2-(5-(3-methylbenzyl)-l,3,4-oxadiazolyl)carbony 
2-(S)-methylpropyl]acetamide trifluoroacetic acid salt; 
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li. 3-(S)-[(4-morpholinocarbonyl-butanoyl)arnino]-8-Iactam-N-[l-(2-(5-(3- 
methylbenzyl)-l,3,4-oxadiazolyl)carbonyl)-2-(R,S)-methylpropyl]acetainide; 
Hi. 6-[4-fluorophenyl]-e-lactam-N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

liii. 2-(2-(R,S)- phenyl-4-oxothia2olidin-3-yl]-N-[l-(2.(5-(3-methylbenzyl)-l,3,4- 
oxadia2oIyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

liv. 2-(2-(R,S)-phenyl-4-oxothiazolidin-3-yl]-N-[ 1 -(2-(5-(3-methylbenzyl)- 1 ,3,4- 

oxadia2oIyl(hydroxymethyl)-2-(S)-methylpropyl]acetamide; 

Iv. 2-(2-(R,S)-ben2yl-4-oxothiazolidin-3-yl]-N-[l-(2-(5-(3-methylbenzyl)-l,3,^ 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ivi. 2-(2-(R,S)-benzyl-4-oxothiazolidin-3-yloxide]-N-[l-(3-(5-(3- 

trifluoromethylbenzyl)-l,2,4-oxadiazolyl)carbonyl)-2-(R,S,)-methylpropyl]acetamide; 

Ivii, (l-benzoyl-3,8-quina2olinedi6ne)-N-[l-(2-(5-(3-methylbenzy])-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methyIpropyl]acetamide; 

Iviii. (1 -benzoyl-3,6-piperazinedione)-N-[ 1 -(2-(5-(3-methylbenzyl)- 1 ,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

lix. (l-phenyl-3,6-piperazinedione)-N-[l-(2-(5-(3-methylbenzyI)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-Tnethylpropyl]acetamide; 

Ix. (l-phenyl-3,6-piperazinedione)-N-[l-(3-(5-(3-trifluoromethylbenzyl)-l,2,4- 
oxadiazolyl)carbonyl)]-2-(S)-methylpropyl]acetamide; 

Ixi. 3-[(benzyloxycarbonyl)amino]-quinolin-2-one-N-[l-(2-(5-(3-methylbenzyl)- 
l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 
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Ixii. 3-[(benzyloxycarbonyl)arnino]-7-piperidinyl-quinolin-2-one-N-[l-(2-(5-(3- 

methylbenzyl)-l,3>4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixiii. 3-(carbomethoxy-quinolin-2-one-N-[l-(2-(5-(3-methybenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixiv. 3-(amino-quinolin-2-one)-N-[ 1 -(2-(5-(3-methylbenzyl)-l ,3,4- 

oxadia2olyl)carbonyl)-2-(S)-methylpropyl]acetaniide; 

Ixv. 3-[(4-morpholino)aceto]amino-quinolin-2-one-N-[ 1 -(2-(5-(3-methylben2yl)- 

l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixvi. 3,4-dihydro-quinolin-2-one-N*[l-(2-(5-(3-methylbenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixvii. 1 -acetyl -3-(4-fluorobenzylidene)piperazine-2,5-dione-N-[ 1 -(2-(5-(3- 

methylbenzyl)- 1 ,3 ,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixviii. l-acetyl-3-(4-dimethylaminobenzylidene)piperazine-2,5-dione-N-[l-(2-(5-(3- 

methylben2yl)-l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixix. l-acetyl-3-(4-carbomethoxybenzylidene)piperazine-2,5-dione-N-[l-(2-(5-(3- 

methylbenzyl)- 1 ,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixx. 1 -acetyl-3-[(4-pyridyl)inethylene]piperazine-2,5-dione-N-[ 1 -(2-(5-(3- 

methylbenzyl)-l,3,4-oxadia2olyl)carbonyl)"2'(S)-methylpropyl]acetainide; 

Ixxi. 4-[l-benzyl-3-(R)-benzyl-piperazine-2,5-dione]-N-[l-(2 -[5-(3-methylben2yl)- 

l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxii. 4-[ l-ben2yl-3-(S)-benzylpipera2me-2,5-dione]-N-[ 1 -(2-(5-(3-methylbenzyl)- 

l,3,4-oxadiazolyl)carbonyl)-2-(S)-methyipropyl]acetamide; 
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Ixxiii. 4-[l-benzyl-3(R)-benzylpiperazine-2,5-dione]-N-[l-(3-(5-(3- 

trifluoromethylbenzyl)-l,2,4-oxadia2olyl)carbonyl)-2-(S)-methylpropyl]aceta^ 

Ixxiv. 4-[l-benzyl-3-(S)-benzylpipera2ine-2,5-dione]-N-[l-(3-(5-(3- 

trifluoromethylbenzyl)-l,2,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxv. 4-[l-benzyl-3-(S)-benzylpiperazine-2,5-dione]-N-[l-(3-(5-(2- 

dimethylaminoethyl)-l,2,4-oxadiazolyl)carbonyl)-2<S)-methylpropyl]acetami 

Ixxvi. 4-[l-methyl-3-(R,S>phenylpiperazine-2,5-dione]-N-[l-(3-(5-(3- 

trifluoromethylbenzyl)4,2,4-oxadiazolyl)carbonyl)-2'(S)-methylpropyl]acetamide; 

Ixxvii. 4-[methyl-3-(R,S)-phenylpiperazine-2,5-dione]-N41-(2-(5K3-methylben^^^ 

l,3,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxviii. 4-[ 1 -(4-moipholinoethyl)-3-(R)-benzylpiperazine-2,5-dione]-N-[ 1 ^ 

methylbenzyl)-13,4-oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxix. 5-(R,S)-phenyl-2,4-imidazolidinedione-N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxx. 5-(R)-benzyl-2,4-imidazolidinedione-N-[ 1 -(2-(5-(3-methylbenzyl)- 1 ,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxxi. 5-(S)'benzyl-2,4-imidazolidinedione-N-[l-(2-(5-(3-methylben2yl)-l,3,4- 
oxadia2olyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxxii. 5-(S)-benzyl-2,4-imidazolidinedione-N-[l-(3-{5-(34rifluoromethylben2yl) 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 

Ixxxiii. 5-(R)-benzyl-2,4-imidazolidinedione-N-[ 1 -(3-(5-(3-trifluoro^ 

oxadiazolyl)carbonyl)-2-(S)-methylpropyl]acetamide; 
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viii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3-methoxybenzyl)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)- methylpropylJ-L-prolinamide; 

ix. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(2,6-difluorobenzyl)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

X. (benzyloxycarbonyl)-L-valyl'N-[ 1 -(3-(5-(trans-styryl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xi. (benzyloxycarbonyl)-L-valyl-N-[ I -(3-(5-(trans-4-trifluoromethylstyryl)-l ,2,4- 
oxadiazolyl)carbonyl>2-(S)-methylpropyl]-L-prolinamide; 

xii. (benzyIoxycarbonyl)-L-valyl-N-[ I -(3-(5-(trans-4-methoxystyryl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xiii. (benzyloxycarbonyl)-L-valyl-N-[l-(3-(5-(3-thienylmethyl)-l ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xiv. (benzyloxycarbonyl)-L-valyl-N-[ 1 -(3-(5-(phenyl)- 1 ,2,4-oxadiazolyl)carbonyl)-2- 
(S)-methylpropyl]-L-prolinainide; 

XV. (benzyloxycarbonyl)-L-valyl-N-[l -(3-(5-(3-phenylpropyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolmamide, 

xvi, (benzyloxycarbonyl)-L-valyl-N-[l-(2-(5-(3-methylbenzyl)-l,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide (also known as CE-2072); 

xvii, (benzyloxycarbonyl)-L-valyl-N-[l-(2-(3-(methylbenzyl)-l,3,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl]-L-prolinamide; 

xviii, (benzyloxycarbonyl)-L-valyl-N-[ 1 -(2-(5-(methyl)- 1 ,3,4-oxadiazolyl)carbonyl)-2- 
(S)-niethylpropyl]-L-prolinamide; 
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oxadiazolyl]carbonyl)-2r(S)-methylpropyl]acetaniicle; 1 -Benzyl -4-(R)-benzyl-2,5- 
imidazolidinedione-N-[l\(2-(5-(3-methylbenzyl)-l ,3,4-oxadiazolyl]carbonyl)-2-(S)- 
methylpropyl]acetamide; and l-Benzyl-4-(R)-benzyl-2,5-imidazolidinedione-N-[l-(3-(5- 
(3-trifluoromethyl benzyl)-L2,4-oxadiazolyl]carbonyl)-2-(S)-methylpropyl]acetamide, 



pharmaceuticallv acceptable salts thereof, and combinations thereof. 

9. The method of clairp-'Sfin which the effective amount is between about 
0.001^ and abo ut 7 g/kg body ^eight. 
10. 
11. 



7^ 



10 



The method of claim Mni,which the subject is a human. 
The me\hod of claim'1, in which the disease is at least one of cancer, 
autoimmune disease, neinx>degenerative disease, myocardial infarction, stroke, sepsis, 
ischemia reperfusion injtfWtoxin induced liver injury, or ADDS. 



^^^UlL^^3> Th^method of claim J^'in which the therapeutically effective amount is 

IJ1 ^-"""^ sufficient to provide^bout 10 pM to about 2 mM of the inhibitor in the biological fluid of 



'■^ 15 



the subject. 

IT 



••ftr 



The method of claim 12, in which the biological fluid is blood. 



j^Q^l^ ^4, method of claim-^H in which the therapeutically effective amount is 

sufficient to provide about 5 to about 200 |iM in the biological fluid of the subject. 



1 5, The method of claim 1 , in which the administering is parenterally, orally, 
vaginally, rectally, nasally, buccally, intravenously, intramuscularly, subcutaneously, 
]S 20 intrathecally, epidurally, transdermally, intracerebroventricularly, by osmotic pump, or 
combinations thereof. 



16. 



method of claim 1 , in which the therapeutically effective amount is 



administered betwee;p about once daily^to'about once hourly. 

17. The method of claim''2, in which the monitoring is performed on a biopsy 
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from the subject. 

1 8, A methdd of prophylactically treating an individual at risk for a 
pathological condition t^t is precipitated at least in part by excessive apoptosis, 
comprising: 

administering to in individual a therapeutically effective amount of at least one 
agent exhibiting mammalian tti-antitrypsin or tti-antitrypsin-like activity. 

1 9. A method tor inhibiting apoptosis in an in vitro mammalian cell culture. 
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an ex vivo mammalian tissue culture, or mammalian organ comprising: 

providing tola cell culture, tissue culture, or organ an amount of a serine protease 
inhibitor sufficient t* inhibit apoptosis in said cell culture, tissue culture, or organ 
wherein a measured Amount of apoptosis is indicative of apoptosis activity. 
5 20. The method of claim^W/wherein the mammalian organ is a donor organ. 



21 . ^ method of inhibiting apoptosis, comprising providing a serine protease 

inhibitor to a cell^Qd measu ring a decrease in apoptosis. 

The method of clainv^Mn which the serine protease inhibitor is 



22. 



10 



ai-antitrypsin, variant of aj-antitrypsin, an anticathepsin G agent, an antitryptase TL-2 
agent, an antifactor Xa agent, an antielastase agent, an antiproteinase-3 agent, substituted 
oxydiazole, substituted thiadiazole, substituted triazolepeptoids, or combinations thereof. 



13. lh\ method of claiorl2, in which the serine protease inhibitor is 



111 



i^. 20 



(il^^ r^rivatized by esterffication, acetylation, or amidation. 

24. The metfiod of claim ^Sfin which the amount is sufficient to bring the 
:^ / 15 concentration in the blood to between about 5 jiM and about 200 |xM. 

25. The methoa\Df claim 2'l^ifrwhich the serine protease inhibitor is 
(benzyIoxycarbonyl)-L-valyi\N-[ 1 -(3-(5-(3-trifluoromethylbenzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-mdlhylpropyl]-L-prolinamide; (benzyloxycarbonyl)-L-valyl- 
N-[ 1 -(3-(5-(2-phenylethyl)- 1 ,2,4\)xadiazolyl)carbonyl)-2-(S)-methylpropyl]-^L- 
prolinamide; (benzyloxycarbonyl)-ftrvalyl-N-[l-(3-(5-(2-methoxybenzyl)- 1,2,4- 
oxadiazolyl)carbonyl)-2-(S)-methylpn^yl]-L-prolinamide; (benzyloxycarbonyl)-L-valyl- 
N-[ l-(3-(5-(trifluoromethyl)- 1 ,2,4-oxadWolyl)carbonyl)-2-(S)-methylpropyl]-L- 
prolinamide; (benzyloxycarbonyl)-L-valyVN-[ 1 -(3-(5-(methyl)- 1 ,2,4- 
oxadiazoIy])carbonyl)-2-(S)-Methylpropyl]jL-Pro]inamide; (Benzyloxycarbonyl)-L- 

25 VaIyl-N-[l-(3-(5-(difluoromethyl)-l,2,4-oxadiazolyl)carbonyl)-2-(S)-Methyl^ 
Prolinamide; (Benzyloxycarbonyl)-L- Valyl-N-[Y(3-(5-(benzyl)- 1 ,2,4- 
oxadiazolyl)carbonyl)-2-(S)-Methylpropyl]-L-Prolinamide; (Benzyloxycarbonyl)-L- 
ValyI-N-[l-(3-(5-(3-methoxybenzyl)-l,2,4-oxadiaz)uyl)carbonyl)-2-(S)-M 
L-Prolinamide; (Benzyloxycarbonyl)-L-Valyl"N-[ 1 -(V-(5-(2,6-difluorobenzyl)-l ,2,4- 
30 oxadiazolyl)carbonyl)-2-(S)-Methylpropyl]-L-ProlinaiAide; (Benzyloxycarbonyl)-L- 
ValyNN-[l-(3-(5-(trans-styryl)-l,2,4-oxadiazolyl)carbon\l)-2-(S)-Methylpropyl]-L- 



r 



26 



